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USSR/Organic Chemistry - Synthetic Organic Chemistry, E-2

Abst Journals Referat Zhur - Khimiya, No 13, 1956, 61542
Abs?:ractz transacylation as a.result of which is formed benzyl-urethane (x)
v and 2-aminoguinuclidine; the latter split off NH; and is converted
to VIIT. On heating of IV with IX (or with ceﬂ5§32) to 1809 NHy
is evolved and together with VIIT there is formed respectively i-
benzyl-(XI) or diphenyl- (XII)-urea. XI is formed also on heating
IX with ¥ to 180°. A solution of '3.76 g II if) 40 ml absolute alco= .
hol is mixed with T.27 ml 16.4% alcoholic solution of HC1l, there
are added within 20 minutes with cooling with ice and stirring
3.88 g III, mixing is continued for 3 hours &t ~20°, then the mix-
ture 1s boiled for U hours, evaporated in vacuum end the residue 1s
treated with 50% solution of KQCO3"eJ€ti'acted with ethers the
residue after evaporation-of ether is heated 30 minutes in boiling © =
water bath and .ground with dry ether; yleld of IV-1s 4k, 3%, MP :
166-168%; hydrochloride MP 136-138° (fram aqueous acetone). From .
mgther liguor isolated 1 g VI, BP 87-89°/0.5 m, 122-123%/1% m, -
n°3D 1.4723, hydrochloride MP 300° (decompositionl Under analogous,
conditions were prepared V (BP 105-1089/0.6 mm, bp 1.4587) and VII
(210D 1.4671). Mixture of 1 g IV and 10 ml HC1 (1:1) bolled fov ¥
hours filtered; evapof§ted in vacuum, acetone is added, o
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US_SR/Organic Chemistry - Synthetic Orgenic Chemistry, E-2
Abst Journal: Referat Zhur - Khimiya, No-19, 1956, 61542

Abstract: NHYCl, filtrate evaporéted, residue trea with 504 solution
K>COq and gxtracted with CHCl3; thus VII ‘obtained; picrate
MP 158-160°. '
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USSR/ Organic Chemistry - Synthetic organic chemistry E-2
Abs Jour : Referat Zhur - Khimiya, No k, 1957, 11738

Author . pubtsov M.V., Mikhlina Ye.Ye., Furshtatova V.Ya.

Title : Preparation of Isonicotinic Acid

orig Pub : Zh. prokl. khimii, 1956, 29, No 6, 9Lk6-948

Abstract : A method has been developed for the preparation of isonicotinic acid

(1) by oxidation with dilute HNO, of the mixture of X~ -methylolpico-
lines (II) formed on heating mixture of - and // -picolines (111,
IV) with formalin (V) at atmospherlic pressure. It is shown that in .
lieu of HNO, a mixture of HN03 and,H%SOu can be successfully utilized
in the oxidation. An experimental sfudy is made of the preparation of
I from citric aéid (VI); e more precise determination has been made R
of the conditions of preparation, with increased ylelds, of 2,6-dihydro-
xy isonicotinic acid (VII) and 2,6-dichlor isonicotinic acia (VIII);
yields of I have been considerably increased. 117.6 g technical mix- '
ture TIT and IV ( the mixture contains 15% water and kot IV, on the
dry basis) and 200 g V are boiled 15 hours; IIL and excess V are .steam

distilled, mqueous solution of I is concentrated to 160-180 ml and -
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Abs J ; -
§ Jour : Referat Zhur - Khimiya, No b, 1957, 11738 o
these are added withi | |
20 minutes, t T '
fo g0 ; n 2C S, to 350 ml of .
9 fo écil:gt‘ilgfh i:g continued for 4 hours, after wg{cg%nggga?je.z:g s
3 SEgected vith 65-75 ¢ Mo G0 to obtain I, yield 77.5-85% (on basts
re, M isom;ed hgm c6ust 1late, by ‘addition or 32 g KOH and hsas :
Ken for 15-20 oieoseo 20 8 IIL. " Trimethyl ester of VI, 73 g ic ety
mixture ig evapor:tzz Etl; 730 ml325% aqueous solution -of NH,: th: T
1 acuum S0, ad
mixture is slowly heated to 1256, a.zdghgfd7zf Egg? 3858 Rdded, the
Card 2/2
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Pr#faration of H-ethylpiperidine. ‘Zhur. prikl. ‘khim, 29 no,12:1887
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Vée sbyuznyy nanchno-i L] sleclovatel ! lkiy khimiko-fa.rmat aovtiche skiy

1nstitu’c 1meni S Ordzhonikidze. .
- (Piperidino)
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AUTHORS: Yakhontov, L. N., and Rubtsov, M. V.
TITIE: Synthesis of Quinuclidone-2 :
PERIODICAL: Zhurnal Obshchey Khimii, 1957, Vol. 27, No. 1, pp. 72-77 (U.S.S.R.)
ABSTRACT: Using ethyl ether'ofvpyridyleh—acetic acid, the authors synthesized

a second oxo-derivative - quinuclidone-2 - which is bicyclic amide.
The Arndt-Euster method giving a 374 yield of CH,COOCH from A
isonicotinic acid was found to be the most suitable for this type
of reaction. Hydrogenation with a platinum catalyst prepared
according to Adams gave a considerable yield of ethyl ether of
piperidyl-4-acetic acetic acid. Saponification of :the latter gave -
chlorohydrate of piperidyl-4-acetic acid which, by means of -
thionyl chloride, was converted into homologous acid chloride. By
subjecting the latter to reaction with calcined potash in anhydrous

chloroform, it converted into quinuclidone-2, an oily substance = -
which together with hydroxylamine forms a crystalline oxime, The

derivation of quinuclidone-2 oxime from ethyl ether of quinuclidine- f
carboxylic acid-2 is described.. : i

: There are 7 non-Slavic references.

Card 1/2 :
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Synthesis of Quinmuclidone-2

ASSOCIATION: The All-Union Scientific-Research Chemical-Pharmaceutical Instltute
! im. S. Ordzhonikidze (Vsesoyuznyy Nauchno-Issledovatel'skiy Khlmlko—
Farmatsevticheskiy Institut im. Ordzhonikidze)

PRESENTED BY:
SUBMITTED January 30, 1956
AVATLABLE:
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AUTHORS: Mikhlina, Ye. Ye., and Rubtsov, M, V. e
TITLE: Synthesis of 3-Methyiqu:;:QES;;:;é—ca?goxylic Acid (Sintez
: 3-metilkhinuklidinkarbonovoy kisloty)
) PEBIODICAL: Zhurnal Obshchey Khimii, 1957, VVol. 27, No. 1, pp. 77-83 (U.s.s.n.)"
QABSTRAC_T: The synthésié of di-substituted quinuclidine derivatives - 3- :

methylquinuclidine-2-carboxylic acid from gamma-ethylpyridine, _
is described. Condensation of the gamma-ethylpyridine with dioxy-
malonic ester and consequent conversion of 1,1-dicarboethoxy-2- - -
(pyridyl-L')-propene-1 into 3-methylquinuclidine-2-carboxylic .
acid was considered the most simple synthesis method. - However,
instead of l,l—dicarbbethoxy-z—(pyridyleh'O—prépene-l, ethyl ether
alpha-oxy-alpha carboethoxy—beta-(pyridil—h)ebutyric acid was -
obtained. Reduction of the diester in the presence of platimum =
oxide .and consequent saponification and decarboxylization led to : i
alpha-oxy-beta- piperidyl-4)-butyric acid. In order to convert ..
the latter compound into 3-methylquinuclidine-2-carboxylic acid, °
it was necessary to substitute the alpha-oxy group in the acid
with a haloid. The acid.was treated with thionyl chloride. At a
. temperature of 60—6_5o 3 only acid chloride was formed; dncreased -
Card 1/2 temperatures to 70-75" resulted in intensive resinification of = =
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Synthesis of 3-Methylquinueclidine-2-carboxylic Acid

the substance, and no change of the alpha-oxy group into C1 group
was observed.

This result indicates that the alpha-oxy group in the acid is less
active, as a result of which the synthesis of 3-methylquinuclidine-
2-carboxylic acid from alphaoxy-beta-(piperidyl-4)-butyric acid
has proven impoasible.

There are 5 references, of which 3 are Slavic.

ASSOCIATION: Al1-Union Scientific-Research Chemical-Pharmaceutical Institute im, -
S. Ordzhonikidze (Vsesoyuznyy Nauchno-Issledovatel'!skiy Khimiko- :
Farmatseyticheskiy Institut im.:S. Ordzhonikidze).

PRESENTED BY:

SUBMITTED: January 30, 1956

AVAILABLE:
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ABSTRACT:
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ilikhlina, Ye. Ye. , Rubtsov, M. V.

Tthe Synthesis of Quinuclidine—ijcetic Acid (Sintez khinuu
klidin-3-uksusnoy kisloty) '

Zhurnal Obshchey Khimii, 1958, Vol.23, Nr 1,Pp.103-110(USSR)

The present paper describes the synthesis of quinuclidine-3-
-acetic acid which makes it possible to transfer the investi-
gation to the 3-substituted derivatives of quinuclidina.
4—(p-oxyethy1) vas first used as initial product for thig
synthesis with the attempt of synthesizing 1,1,1-trichloro-
~2-0xy~3-(pyridyl~-4')-4--0oxybutane from this product by reac-
tion with chloral. This attenmpt feziled, as only resin-like
products were obtained. The tests with 4~(EFaCetoxyethyl)m
-pyridine (83%) obtained from 4—(Fnoxyethy )-pyridine (for-
mula I) only yielded 4-vinylpyridine as final product. 4. p-
-nethoxyethyl)-pyridine (VI) proved to be a more stable com.
pound during the influence of chloral. The condensation of
this product with chloral in the rresence of acetic piperi-~

BECENSE: '08/39 1060 3°h‘éﬁ-l%ﬁ‘iﬂ&é-d@%ﬂﬁb%ﬂ‘&a&iomq"
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The Synthesis of Quinuclidine-~3-Acetic Acid

-3-(pyridyl-4')--4-methoxybutane (VII), where no substituted
4-vinylpyridine was produced (as it was the .case in the ana-
logous reaction of 4-(B-acetoxyethyl)-pyridine with chloral).
The compound (VII) was by reaction with petassium alccholate
converted to 4-methoxy-3-(pyridyl-4')-crotonic acid (VIII).
Its ethyl ester (IX) was at room temperature and in the pre-
sence of a platinum catalyst converted to the ethyl ester of
methoxy-3-(piperidyl-4')-butyric acid (X). In order io ex-
change the methoxy group for halids and for the purpose of ‘a
synthesis of the derivative of gquinuclidine the compcund (X)
was heated at 100 - 120°C with 67 % hydrobromic acid ina .
tube soldered shut, 4-bromc-3-(piperidyl-4!)-butyric acid
synthesized in this connection was esterified and in the
presence of pyridine subjected to cyclization. The ethyl
ester of quinuclidine-3-acetic acid (XI) finally resulted,
which was after sacponification converted to quinuclidine-3-
-acetic acid. There are 38 references, 4 of which are Slavice

Card 2/3
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The Synthesis of Quinuclidine-3-Acetic Acid DR

ASSOCTIATION: All-Union Scientific Chemlcal-Pharmaceutlcal Besearch Instl-
tute imenilOrdzhonikidze
(Vsesoyuznyy nauchno-~issledovatel!skiy khimiko- farmatsevt1~
cheskiy institut im. S, Ordzhonikidze) :

SUBMITTED: January 7, 1957

AVAILABLE: Library of Congress
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AUTHORS: Furshtatova, V. Ya., Mikhlina, Ye, Ye.,  79-28-3-23/61
Rubtsov, M, V, R R

TITLE: The Synthesis of the 6-Carboxymethyl-l-Diazocyelo=(3,;2,1)- .
octane-T-Carboxylic Acid and Some of its Derivatives. iy
(sintez 6-karboksimetil-l-azabitsiklo~=(3,2,1)-oktan~7-
karbonovoy kisloty i nekotorykh yeye proizvodnykh)

PERIODICAL: Zhurnil Obsiichey Khimii, 1958, Vol. 28, Nr 3, pp. 668-675 &
(ussr ' SRR

ABSTRACT: A number of works is dealing with the synthesis and the
biological investigation of the derivatives of quinuclidine,
the 1 - diazocyclo - (2,2,2) - octane (refs.1-3): The ..~ =
dicyclic system isomeric to quinuclidine,.the l-diazocyclo-

(352,1)octane, has however, not been sufficiently :
investigated until now. Only a limited amount of st

G - monosubstituted 1 - diazocyelo-(3,2,1) -octanes wer ;
obtained. The substituted octanes of. the mentioned structure
were not synthetized. Among the 2,3-disubstituted compounds
of quinuclidine synthetized by the authors a number of .
biologically active products was found so that it was also

APPROVED FOR RELEASE: 08/22/2000 CIA-RDP86-00513R001445830002-4"
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The Synthesis of the 6-Carboxymethyl-1l-~Diazocyclo- 79-28 -3-23 /61
octane-7-Carbocylic Acid and Some of its Derivatives SR

of interest}gbtain the igomeric 6,7-disubstituted 1-Diazo=
cyclo-(3,2,1) octanes and %o compare the biological and
chemical properties of the compounds of two isomeric series '
with each other, In the present work the synthesis of L
6-carboxymethyl - 1 -diazocycle-(3,2,1)~octane~-T~carboxyclic -

and some derivatives is described. It was carried out . =
according to the mentioned scheme (see formulae (I) to (X)).
Thus the synthesis of 6-carboxymethyl-l-diazocyelo - (3,2,1)
octane-7~-carboxy.ic acid is described. The reaction process '
is shown as follows: From the ethylester of B~-(pyridyl-3)-
acrylic acid passing through. the ethylesters of B-dicarboxy-'
methyl-p-(piperidyl - 3)~ proprionic acid, B-carbethoxybromo-
ethyl-(piperidyl:=3)-proprionic acid to the diethylester of
6-carboxymethy1-l-dia20-(3,2,1)-octane~ Ts7 =dicarboxylic acid.
Together with these mentioned products the following com~ ¢ .
pounds are synthetized: 1.~ The diethylester:of,6~carboxymethyl-
-l-diazocycle~(3,2;,1)-octane~T~-carboxylic acid. TR
2.- The di(diethylamincethyl)~ and di-(dimethylaminoethyl) '
ester of the 6-carboxymethyl-diazocyclo-(3,2,1)-octane- G
Card 2/3 T-carboxylic acid. 3. 6-(B-oxymethyl)-7-Oxymethyl)-diocyclo-

EEATRE S BT 4 (bR
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‘The Synthesis of the 6—Carboxymethy1~1wDiaZOCyclo- 79-28‘3-25/61.f“
octane-7-Carbocyclic Acid and Some of ite Derivatives e

(3,2,1)-o0ctane and 6 (ﬁ-—chloroethyl)-7-¢hlorometh,yl-l—_—‘
diazocyclo-(3,2,1)-octane.
There. are 4 references, 2 of which are Boviet.
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ASSOCIATION: Vsesoyuznyy nauchno-i ssledovatel'skiy khimiko-
farmatsevticheskiy institut imeni S, Ordzhonikidze (A11-
Union Scientific Chenical and Pharmaceutical Research .
Institute imeni S. Ordzhonikidgze o
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TITLE:

PERIODICAL:

ABSTRACT:
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Furshtatova, V. Ya., Mikhlina, Ye. Ye., 79—28-5-8/69
Rubtsov, H. V. , 7

Synthesis of 6,7-Di-substituted 1-Azabicyclo-
-23,2,1 -Octane (Sintez 6,7-dizameshchennykh l-azabitsiklo-
3,2,1)-oktana) S

Zhurnal Obshchey Khimii, 1958, Vol, 28, Nr 5,
ppy 1170-1176 (USSR)

In the last publication by the authors (Reference 1) a _
simple synthesis ofk6—carboxymethy1;1—azabicyclo-(},z,1)-
~octane-T-carboxylic -acid and of its derivatives was descri-
bed. Most intérestin%eof these  compounds: 'were the proper-
ties of the ethyl ©8%TS of 6-carbethoxymethyl-1-azabicyclo-
-(3,2,1)-octane~-T-carboxylic acid. Thus this ester hydro-
lized easily in aqueous solution under formation of an-aci-
dous ester. The same way also reacts the isomeric ethyl ester
of 3-carbethoxymethquuinuclidine-2-carboxylic’acid which
converts fto 3-carbethoxymethylquinuclidine on the same
conditions. The comparison of the two isomeric diesters
makes possible the assumption, that the saponification of -

P 3 T T e e e e
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Synthesis of 6,7-Di-substituted  1-Azabicyclo- 79-28-5-8/69
-(3,2,1)~0ctane s

of the carbethoxyl group in ethyl ester of the 6-carbetho-
xymethy1—1-azabycycloe(B,Z,1)~ocuane-7-carboxylic acid
(in the mentioned scheme) takes place in position 7 and
that the acidous ester forming on this occasion has the
structure (II) of the scheme. From this a whole nunber
of 7—a1ky1—(aryl)-aminoethyl-6-((5-oxyathyl)-1-azabicyclo=
-octanes and of esters of 7-dia1ky1aminoethy1—6-(@-oxyethy1)m
-1-azabicyclo-(3,2,1)-octane were obtained. The compound
(II) converts to compound (III) by means of thionylchlori-
de; this compound was further treated with alkyl-(aryl)-
amines. The amides (IV) obtained then were reduced to ‘the
compound (V) by means of 1ithium ehmimm ' hydrate. On trea-
ting this with chlorine anhydrides of some ecids the .cor-
responding esters (VI) resulted. On the conversion of . .
(V zh =) with thionylchloride the compound (VII) was
obtained in whichsthe chlorine atom in the'6-{3-chlorethy1
! group is of limited activity : as exneriments showed.
Card 2/3 There are 2 Soviet references. . . T e '

e f—
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Yakhontov, L. M., Yatsenko, S. V.
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79-28-5-9/69 .

Synthesis of Substituted Quinuclidyl-2-Carbinol

(S5intez zameshchennykh khinuklidil-2-karbinolov)

Zhurnal Obshchey Khimii, 1958, Vol. 28, Nr 5,
ppe 1177-1181 (USSR)

P. Rabe, in 1911 was the first to realize the synthesis - ~
of the substituted quinuclidy1—2-carbinols of the qui-.

nine-alkaloidal type (Reference_1). This method consists
of the condensation of the ethyiksters “of (5[N-benzoyl-

piperidyl-(d,)] -proprionic acid and any other acid (e. 8¢
cinchoninic acid or quininic acid) with subsequent clo-
sing of the quinuclidine cycle, and by reduction of the
obtained ketone with theAcorrespbnding'substituted qui-
miclidyl-2-carbinol resulting as final product (see scheme
1). Until our time this scheme was the only one for the
synthesis of substituted quinuclidyl~2-carbinols.,Accor-
ding to this scheme quinine (Reference 2), hydroquinine.
(Reference 3) as well as a series of analogs and isomers

CIA-RDP86-00513R001445830002-4"
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of quinine alkaloids (References 4-6) were synthetized. -
In the present work another method for the synthesis :
Yof substituted quinuclidyl-2-carbinols is described (see
scheme 2). As initial product serves 2-formylquinuclidine
(Reference T) which in the conversion with different orga-
nomagnesium compounds forms the corresponding substituents
of quinuclidyl—Z-carbinol. This way the following carbi-~
nols were synthetized: (quinuclidyl~2)-methylcarbinol © .
(1), (quinuclidyl-2)-ethylcarbinol (II) and (quinuclidyl~-
~2)-(naphthyl-1-)-carbinol (III). The compound (I) was
also obtained by reduction of the 2-acetylquinuclidine
2Reference 8) (IV) in the presence of a platinum catalyst

scheme 3), on which occasion also a mixture of diastereOm
isomerie (quinuclidyl-2)1methylcarbinols formed in cry-
stalline and oily state. e
There are 8 references, 5 of which are Soviet.
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tific Chemical and Pharmaceutical Research Institute imeni

' Ordzhonikidze)
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TITLE: Synthesisofjiﬂzubicyclo—(3,ﬁf?TfObtanee7-Carboxylic Acid -

(Sintez 1-azabitsiklo-(3,2,1)-oktan-7-karbonovoy kisloty) -

PERIODICAL: Zhurnal Obshchey Khimii, 1958, Vol, 28, Nr 5,
pps 1181 - 1183 (USSR)

ABSTRACT: Only the synthesis of the ungubstituted bicycle and some of its
6-substituted cycles are reported with regspect to the 1-aza-
bicyclo-(3,2,1)-octanes (References 1-3). The synthesis of un-
known 1-azabicyclo{3,2,1)-octanes with substituents in position
7 as far as these are isomeric to the 2-gubstituents of qui-
nuclidine, i.e. of’1-azabicycloe(2,2,2)-octane, are of great
interest. To these belong the ‘quinine alkaloids and a number
of other products obtained in the last years. Among them com-
pounds with valuable biological properties were discovered. The
present work has as its purpose the synthesis of the 1-aza-
bicyclo-(3,2,1)—octane—7-carboxylic acid which again can serve
as initial basis for the synthesis of the 7-substituted
1-azabicyclo-(3,2,1)-octane. The synthesis of this acid can be

card 1/3 realized according to the mentioned scheme (formulae I to VII):
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Synthesis of Azubicyclo-(3,2,1)-0Octane-7-Carboxylic Acid :

The nicotine aldehyde (II) was condensed with malonic acid
ester in the presence of piperidine at room temperature; there
the diethyl ester of 2-(pyridil-3')-2-oxyethane dicarboxylic .
acid of the acid-1,1(II) formed., The heating of the latter (11)
with acetic anhydride caused the splitting off of a molecule
of water and the separation of diethyl ester of 2-(pyridil-3')-
-vinyldicarboxylic acid-1,1 (III). The chlorine hydrate of
(III) was reduced in alcohol solution in the presence of plati~-
num oxide according to Adams, the chlorine hydrate of diethyl -
ester of the 2—(piperidil-3'S-ethanedicarboxylié acid-1,1
(IV) having been obtained on this occasion. In order to further
make possible the conversicn from 3-substituted piperidine to
the azubicyclic Soni(IV)vas treated with bromine in chloro-
form. 'The synthetized ‘dietayl ester of 2-(piperidil-3')-1-bron-
ethanedicarboxylic ‘acid-1,1 (V) on heating with pyridine con-
verted to 7,7 diCarboethoxye1;azabicy0104(3,2{1)-cctane,(VI)o
On boiling this diester with concentrated hydrochloric acid
Card 2/3 the chlorine hydrate of 1-azabicyclo-(3,2,1)-octane-7~carboxylic

APPROVED FOR RELEASE: 08/22/2000 CIA-RDP86-00513R001445830002-4"
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Synthesis of 1-Aztaicyclo-(3,2,1)-Octane-7-Carboxylic Aeid ’ o

acid (VII) resulted. There are 3 references, 1.0f: whlch is’
Soviet.
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© AUTHORS:  Yakhontov, L.N., Rubtsov, M.V, . . 50V/79-28-11-45/35
© TITLE: Reduction of hhe:HarminefDefivétiVeé to the Derivatives of the
’ Pyridine Tetrahydro Harmine With Sodium Boro—Eydridev(NaBH4)

(Vosstanovleniye borgidfidom'natriya proinodnykb garmina v proiz-
vodnyye Py—tetragidrogarmina ' ' EEEE RS

PERIODICAL: shurnal obshchey khimii, 1958, Vol 28, Nr 11,'pbf}1oa—5112,(ussa)

ABSTRACT: The investigation of various methods of transforming the harmine

: derivatives by reduction to tue Py-tetrahydro harmine derivatives
caused the authors to conclude that the best reducing agent among
those hitherto suggested in these methods is the sqdium boro-hydride.
It was shown that only the -quaternary salts of harmine are reduced.

The harmine itself and its non—quaternary derivatives do not react

with NaBH4. Therefore, in the cases where the derivatives of Py-tetra-.

hydro harmine are not substituted at the Py-nitrogen the Py-N-chloro-
venzylate of harmine is reduced with a - subsequent removal of the ‘
benzyl group by’ the hydration of the py-N-benzyl tetrahydro harmine
on a palladium catalyst. This Py-N-chloro benzylate of narmine was
obtained in a yield of 95 % by heating equimolecular amounts of

Card 1/3 harmine and benzyl chloride ‘in benzyl alcqhol{at'12Q9ai&ﬁn,12 hours.
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he Derivatives of the Pyridine Tetra-
3334) - -

The reduction of Py-N-chlorc benzylate of the harmine takes plécé;
with methyl alcohol by gradual addition of sodium boro-hydride
(duration 3 hours). The yield of the hydrochloride of Py-N-benzyl
tetrahydro harmine amounted t0 90 %. The Py-N-benzyl tetreshydro
harmine was also obtained in another way: By the reduction of harmine -
with sodium alcoholate according to Fischer (Fisher-Ref 1) to the’
Py-tetrahydro harmine, which then was subjected to the benzylation

by benzyl chloride with potash -at 110-120°, The final product (as
hydrochloride) (78 %) was identical with the previous. Both com-
pounds had the same constanty, the same solqbility;'the same results
of the analyses, as well as the .same ultraviolet spectra (Figure).

The debenzylation of the Py-N-benzyl tetrahydro harmine thainéd

with sodium boro-hydride by the hydration on palladium also yielded
Py-tetrahydro harmine, which was identical with that oblained by the
reduction of harmine with sodium alcoholate (Scheme). Similar results.
were also obtained in the experiments with rocrharmine derivatives
(Scheme 2).-There are 1 figure and j references, 1 of which is Soviet,

Reduction of the Hsrmine Derivatives tc %
hydro Harmine With Sodium Boro-Hydride (li
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Reduction of the Harmine Derivativesvto the Derivatives of the Pyridine Tetra-
hydro Harmine With Sodium Boro-Hydride (NaBﬂ4) :

ASSOCIATION: Vsesoyuznyy nauchno-issledovatel'skiy khimiko-farmatsevticheskiy
institut imeni S.OrdzhonikidzeL(AllfUnioniScientific Chemo-
Pharmaceutical Research Institute imeni S.Ordzhonikidze)
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 AUTHORS: Yavhontov.L.N., fatsenko,3.¥., Rubbsov, Ml — s0v/79-28-11-47/55 .
TITLE: synthesis of 4-Aminopiperidine (sintez 4—aminopiperidina) :

PERIODICAL: Zunurnal obshchey khimii, 1958, Vol 28, Nr 11, PP 3115—31191(USSR)

ABSTRACT: The 4-aminopiperidine ig a semiproduct for the production of vio-
logically active compounds. According to reference 1 some N-substi-
tuted 4-aminopiperidines have spasmolitic activity (Ref 1). There is,
however, no convenient synthesis of this compound mentioned in publi-
cations. Its two described syntheses by the reduction from 4-emino- -
pyridine and from acyclic compounds give only small yields. In this
paper a convenientvpreparative synthesis of the dichloro Lhydrate of
4—aminopiperidine from isonicotinic acid in ‘two steps with & yield

of 66 % is described. In its elaboration various ways of synthesizing
the 4—aminopiperidine from jsonicotinic acid were checked, which is
now used as industrial raw material (Scheme). The reactions by Hofmann,
Curtius,and Schmidt'(Gofman,Kurtsius,Shmidt) were used for ‘the trans-
formation of the carboxyl grOup.'According to the first method the
isonicotinic acid according toc reference 4 was'converted'by,way of the
ester into the amide and further on according to Hofmann into the
aminopiperidine. Basing on the gecond method the isonicotinic acid

Card 1/3 was converted into hydrazide according to»reference 6 by way of the

APPROVE :
D FOR RELEASE: 08/22/2000 CIA-RDP86-00513R001445830002-4"



CIA-RDP86-00513R001445830002-4

=

"APPROVED FOR RELEASE: 08/22/2000

T T e SIS 8 BRI R S A AR UG R R

A

Synthesis of 4-Aminopiperidine S . ‘
SOV/79-2e~11-47/55

ester. This was reduced by way c i : '

; z S was by way of platinum to the hydrazi
%son%p¢c9tlc.a?1d, which_according to Curtius was cgﬁveiigz :g ;ﬁ:
4-aminopiperidine. The synthesis by the reduction of the isonicotinie

acid to the isonipecotic acid with subse

: 3 : bsequent substitution of t
kc)::s«rboxyl group by the 82ino group according to Schmidt turned oﬁz t 7
e the most convenient method. The Schmidt reaction’ takes place bes:

with sodium azide i )
1 n tke presence of HZSQ47 as it is convenient in

preparative respect and is hot'cdnnected i |

Tat: _ d . A Y with a previous:
gf_pO}senous vapgurs of hydrazoic acids (yield Gg %) assigezziogsent
in u:lng-hydr3201crac1d. In thg checking of the first method accojz
anmigop§;ma?2’the catalytic reduction of ‘the aminopyridine to the -
- eridine was reali .— Th R
te Soyist. ) ized here are 8 refgrques, 1 of which

ASSOCIATION: zie:9{u:n¥y nauchgc;issledovatel'skiy khimiko-farmatsevticheskiy
stitutv imeni S5.0rdzhonikidze (411-Union Scientific "
1 ) , B ntifi -
ceutical Research.InstituteimenifS.Ordzhdnikidza) _?YC§§WO_Pharma-
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[Basic trends in the work of the 8,0rdzhonikidze All—Union Chemico~
pharmaceutical Scisntific Research Institute; survey of 1its activity
from 1920 to 1957] Osnovnye napravleniia rabot VNIKhFI; obzor de-
iatel'nosti za 1920-1957 gg. Moskva, 1959. 649 p. (MIRA 15:5)

1. Moscow. Vsesoyuznyy nauchno-lssledovatel’skly khim1ko- ‘
farmatsevticheskiy institut. . @ .
(CH]EI’ISTRY MEDICAL AND PHARhACEUTICAL)
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quinuclidone-3 hitherto not investigated. The
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sov/79-29-1-21/74

Vol 29, Nr 1, pp 118-12% (USSR)

In its transformation
tertiary butyl.
% potash lye in methyl alcohol,

thus amounts to about 44 % if. -
The main product of the -
in this case by the dicyano-

ases the total yield up to 70 4, while

4 of: the total sum of

. AUTHORS: " Mikhline, Ye. Ye., 1EEEEESXZ_BE-;A~
TITLE: Cyano—Ethylation of .Quinuclidone-3 (Tsianetilirovaniye_ .

' khinuklidona-3) . v . o

PERIODICAL: Zhurnal obshchey khimii, 1959,

ABSTRACT: A very interesting problem is represented by the cyano-
ethylation of
present paper deals with this question.
with an excess of acrylonitrile into dioxane or
alconol in the presence cf 30
a mixture of mono- and dicyano-ethylated products is formed.
The general yield of mono~ and dicyano-ethylated quinuclidones,
as well as their guantitative relation obtained depends on the
solvent used. The yield of them
the reaction is performed in dioxane.
mixture (85 %) is represented p
-ethylated quinuclidone—}.'The gubstitution of tertiary butyl
alcohol for dioxane incre
at the same time also the percentage of monocyano-ethylated
quinuclidone-S increases (about 35 m

Card 1/3
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f-Cyanb-Ethylation'of Quinuclidone-} el ‘ : SOV/79;29;1-27/74
with acryldﬁitrile'at thé“mo1ar ratio the yield of ‘these
products_is_10_% only,’On'the’basis of the reactions per-
formed the structure of formula (11) was assigned ‘to the mono-
cyano—ethyléted[quinuclidone43, The reduction of quinuclidone
(1v) yielded the quinuclidinei(VI);vThe.synthesis performed is
presented by ‘scheme 1._The'dicyano—ethylated'quinuclidone—3
can have . the atructure 2,2~ 0T 2,4~di—(/3—ethy1‘cyanide)— :
-quinuclidona—3;jByvsaponification of ‘the ketonitrile the keto' .
diacid is formed. The lattor'is'not,transformod into the tri-
cyclic unsaturated compound (4) on heating with acetic ncid 5
anhydfidei'whiCh would.bevthe:case'if the ethyl cyenide groups
were in positidn 2 ‘and 4. On the basis of these data, the
structure (viI) is the only correct one for the dicyano-ethyl-
ated Quinuclidone-S.'The quinuclidines (XIII),,EIX), and (X)
thé‘dihydrazide;(xl) and further quinuclidines X11), (XIII),
and (XIV) wereijnthesized from it according to scheme 2. :
There are 4 references, 3 of which. are Soviet.
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AﬁEHORS: Chizhov, &. K., - Rubbsov, . V. - 'sov/79-29-1-29/74 -
“TITLE: Synthesis of the Y-Mdhbsubstituted'Compdunds of 1-Azabicyclo-

-[3,2,ﬂ —Octaneﬁ(Sintez»7-monozameshchennykh’1—angitsikloe_
-[3;2,1]-0ktanov) ' : C - PRSP

PERIODICAL: Zhurnal obshchey khimii, 1959, Vol 29, Nr 1, PP 130-136 (USSR)

ABSTRACT: In the previous report (Ref 1) the aﬁthors'deacribed»tha
synthesis of the t-azabicyclo- B;Z,ﬂ 7octane—7ecarboxylic acid.
Owing to its reactive carboxyl group this acid can be used in
the synthesis,df various,7-monosubstituted compounds of the
ﬂ-azabicycld-[B,Z,{]-octanes._These compounds are very inter-
esting in ‘the biological research work as far as among the
isomeric 2-monosubstituted compounds of quinuclidine (Ref 2)
pharmacoldgically-aCtive products could be found. In the -
present paper the synthesis of the T-monosubstituted compounds
of 1—azabicy010—[3,2,ﬂ--0ctanes were described, i.e. of the
amides, amines, nydrazides, esters, alecohols, halides, chloric
acid anhydrides of the acids and some quaternary salts. For the
synthesis of these compounds the,14azabicyclo-[},2,ﬂ -octane-
: —7-carboxylic acid (1) was used as initial product which was :
Card 1/3 transformed ‘into.the chloric acid anhydride (1I1) and furthermore

A "
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‘Synthesis of the 7;monogupst1tQted»Compounds of . S0V /79-29-1-29/74
.1fAzabicyc10-[3,2,ﬂ -Octane R TR TR R I R RN S

into - the 7-monosubstituted compounds of'1—azabicyclo-[},2,ﬂ -

-octanes according to ‘the scheme mentioned, The synthesized

bases (VI), (KI),,(XVIII);*and (XX) were converted by methyl
jodide into the corresponding methiodides:(VII),.(XII), (XIX),
and (XXI). The dimethiodides of the 7-( y -diethyl-amino propyl)-
_14azabicyclof{};2,1]-octane (X1X) and diethyl-amino ethyl [~
ester: of the Thitial acid (XXI) show a pronounced blocking
action on: the ganglia_of.the vegetative nerve system which as
regards its character approaches the effect of dioquine, the
dimethiodide of the diethyl-amino ethyl ester of the | .
quinuc1idiné—2—carboxylic acid (Ref»4)a It was shown that the

~ halogen atom in the molecule of T-chloro methy1+1-azabicyclo-

—[};2,ﬂ -octane, unlike the 2-chloro methyl quinuclidine

described in pgblications;,hasﬁa'high mobility_and.is able to

undergo condensation,with the sodium malonic ester. There are
4 references, 3 of whiChvare>Soviet. el i
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Synthesis of the 7-Monosubstituted Compounds of : -SOV/79-29-1-29/74

1-Azabicyclo- 3,2,1 -Octane ' _ T

ABSOCIATION: Vsesoyuznyy nauchno—issledovétel(skiy khimikd-farmétsevti-
cheskiy institut imeni & Ordzhonikidze (All-Union Che

pharmaceutical Scientifiec Research Institute imeni
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AUTHORS: Nikitskaya, Ye. S« Usovskaya, V. S., Rubtsov, Mo Vo :
TITLE: Piperidine Derivatives as Possible Hypotensive Agents (?rsiz#oda

nyye piperidina kak vozmozhnyye gipotensivnyye sredstve)
PERIODICAL:  Zhurnal obshchey khimii, 1959, Vol 29, Nr 2, pp 472-476 (USSR)

ABSTRACT: According to the sec tertiary amines of the quinuclidine and .
piperidine series; which develop a high ganglicn-blocking -
activity, the authors synthesized some N-substituted piperidine
derivatives, in order to examine further tertiary amines. ' .
2,6-1lutidine, a waste product in the preparation of "phthivazde"
(Ftivazid), served as initial product. The reaction of 2,6 -
lupetidine (obtained from 2,6-1lutidine) with the chloric an-
nydride of B-éhloropropionic acid and subsequent boiling of the
reaction product in ethyl alcohol with piperidine and diethyl
amine gave the compounds (I) and (11). By reduction, the latter
correspondingly passed over to compounds (I11) end (IV) (Scheme1) .
After a number of failures; the authors succeeded in carrying
out the synthesis; beginning from 2,6~-lupetidine; of the sec
quaternary salts by the aid of dichloric anhydride of glutaric

Card 1/2 and adipic acid; namely, compounds (V) and (VI). These = ..
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" Piperidine Derivatives as POSSible_Hypotenéive.Agents

piperidides of both acids could, correspondingly, be convertsd
by reduction into 135-bro(2',6%=dimethyl piperidine~1?)~pentans
(VII) arnd 1,6~bis(2%,6'~dimethyl piperidine~1f)-hexane ( .
Sec quaterrary salis (Scheme 2) easily result from these two
compounds. By reaction of ethyl ester of 6~methyl pipecolinic
acsid with shloric anhydride of f~chloro propionic acid and by
subsequent treatment of the reaction product with piperidine .
¢r diethyl amine, piperidines (IX and X) were cbtained, which .
in their tura changed over to piperidines (XI and XII) by
reduction (Scheme 3). The constants of the compounds synthe-
sized will be given in a following paper. There is 1 Soviet
reference,

de
11

ASSOCIATION: Vsesoyuznyy nauchno~issledovatei'skiy khimikOmfarmatsevticheékiy
institut imeni s. Ordzhonikidze (All-Union Scientific Chemo-
Pharmaceutical Research Institute imeni S. Ordzhonikidze) °
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AUTHORS: Furshtatova, V. Ya., Iikhlina, Ye. Te., SOV/79—29—2-26/71_ i
Rubtsov, . V. D
TITLE: Investigation of the Formation Reaction of ﬁ-Substituted,-:

2—Aminomethy1-3~Viny1vQuinuélidines (Izucheniye reaktsii
obrazovaniya N-zameshchennykh 2-aminometil—B-Vinilkhinukli-

dinov)
PERIODICAL: zhurnal obshchey khimii, 1959, Vol 29, Nr 2, pp 477-485 (UsSSR)
ABSTRACT: The question is raised in the present papery whether the '

N-substituted compounds of o_aminomethyl-3-(p-oxyethyl)-
quinuclidine can be transformed into N-substituted compounds
of 2-aminomethyl-3-vinyl quinuclidine by distilling the re-
gpective stearates and benzoates at normal pressure. Esters
were obtained by the reaction of chloric anhydride of stearic
and benzoic acid with the N-substituted compoundsvof .
2maminomethyln34(B40xyéthy1)-quinuclidine in benzene solution.
on distilling quinuclidine (I) two quinuclidines (II end III)
were formed. They were separated by treating the mixture with
mercury acetate in acetic acid solution, involving the sub-
sequent separation of the product of the affiliation of

Card 1/2 mercury acetate to the unsaturated compquhd’(II) and the -
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Investigation of the Formation Reaction of 80V/79-29-2-26/71
I-Substituted 2-Aminomethy1737Vinyl Quinuclidines ST R

separation of (II). Besides (II) and (II1) also ethyl stearate
vag separated. The formation of compound (II) is evidently '
accompanied by a separation of stearic acid (Scheme 1), Only
the tricyclic derivative (IY) and ethyl benzoate (Scheme 2)
result from the distillation of compound IV). A similar pro-
cess is observed on heating quinuclidine gv) up to boiling
temperature, in which connection benzoie acid, besides (III)

is separated (Scheme 3). Heating of the compounds (VI) and (IX)
with phthalic anhydride in the presence of benzene sulfo acid
at 285° led only to compound (III)(Scheme 4). The structure of
2,3~(3',4’~Nhethy1 piperidine)»quinuclidine was proven by a
counter-synthesis, proceeding from 3-carbethoxy methyl-
quinuclidine»2-carboxy1ic acid. There arevs,references,‘z‘of
which are Soviet. S

ASSOCIATION: Vsesoyuznyy nauchno-issledovatel'skiy khimiko~farmatsevti¢hes-
kiy institut imeni §. Ordzhonikidze (All-Union Scientific -
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AUTHORS: Yanina, A. D., Rubtsov, H. V. SOV/79-29-2-27/71
TITLE: The Hofmann Cleavage of 1-Azabicyclo-(3,2,1)-Octane (Cofmgﬁ;

ovskoye rasshchepleniye 1-azabitsiklo-(3,2,1)oktana)

PERIODICAL: Zhurnal obshchey khimii, 1959, Vol 29, Nr 2, pp 485-493 (USSR)

ABSTRACT: In the Hofmann cleavage (Refs 1,2) the unsymmetric bicyclic
systems react with a common nitrogen, under formation of not
one monocyclic heterocycle but 3 heterocycles which have an
unsaturated side chain or under the formation of their trans-
formation products, in dependence on the question, from which
B-carbon atom the hydrogen will separate ‘to form the water
molecule. The direction of cleavage apparently depends both on
the stability of the bicycles and on experimental conditions.
This was proven by the experimental cleavage ‘in. the ‘case of
1-azabicyclo-(3,2,1)-octane (III). The initial product in this
connection was 1-carbethoxy methyl-3-carbethoxy piperidine (I)
(Scheme 1), The intramolecular condensation of (1) into:(II)
proceeded in the presence of potassium alcoholate [not with
metallic potassium (Ref 3)], which increased the yield from
30 to 71 %. By reduction of the ketone (II) octane (111) was

Card 1/2 - obtained, which was transformed by methyl iodide into the :
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; The Hofmann Cleavage of I~Azabicyclo-(3,2,1)~0Octane SOV/79f29-2v27/71

quater nary salt (IV) and further with silver oxide into the
corresponding base (V). It was found ‘that oncleaving t-agza~ .
bicyclo-(3,2,1)-octane under various conditions (at normal .
pressure, in vacuum, in 40 % potash lye, and at increased
pressure) three products are formed; 1-methyl-3-allyl
pymolidine, 1-methyl-3-(B-oxyethyl )-piperidine, and L
di-[B-(1-methyl piperidyl-3)]}-ethyl ether. 1-methyl-3-allyl
pyrmliiine was separated-in all cases-and is the Chief product
of the cleavage of 1-azabicyclo-(3,2,1)~octane in alkali medi-
um, in vacuum, and at normal.pressure. On its heating in water
under pressure, 1-methyl-3-(p-oxyethyl)-piperidine is the
chief product. There are 8§ references, 1 of which is Soviet.
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S0V/79-29-4-35/T1
Yakhontov, L. N., Rubtsov, M. V. ': ;5

Synthesis of the Derivatives of Py-N-benzyltetrahydronorgarmine-_
3.carboxylic Acid (Sintez proizvbdnykh Py-N-benziltetra- .~
gidronorgarmin-5-karbonovoy kislpty) .

ghurnal obshchey khimii, 1959, Vol 29, Nr 4, pp 1201-1206E(USSR) »

The esters and amides of the above .acid are of importance as
intermediate products for the synthesis of reserpine analogues;
however, no description has as yet been given because ‘of the ’
difficulties encountered in preparing them (except-in'reference1)
The general method developed by ‘the authors at an earlier date
for the reduction of “garmine" derivatives by means of sodium
boron hydriderresulting‘in the‘Py;tetrahydrogarmine - derivatives
rendered possible the preparation of the ethyl ester (XII) and
N4methylanilide:(x) of Py-Nﬁbenzyltétrahydronorgarmine-}-
carboxylic acid (Scheme), starting from Py-N-chlorobenzylate of
norgamine-j—carboxYIic'acidA(VII)’or its betaine (VI) via the
ethyl ester (XI) and N-methylanilide (VIII). Because of the dif-
ficulties encountered the previous synthesis of the above chloro-
benzylate (Ref 3) was replaced by the following method: Com-

e B R T e
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TITLE:

 PERIODICAL:

ARSTRACT :

‘ ST SV T s0v/79-29-6-38/72
Furshtatova, V. Ya., Mikhlina, Ye. Ye., Rubtsov, X. V.

Synthesis of :the Substitﬁted'Cpmpéhnds_df the 7—Aminomethy1—6-
(ﬁ-amipoethyl)-1-azabicyclo-(3,2,1)-Qctane Sintez zameshchennykh -
7-aminometil-6-(b-aminoetil)-1-azabitsiklo-(3,2,1)-oktana)

Zhurnal obshchey khimii, 1959, Vol 29, Nr 6,
pp 1945 - 1949 (USSR) - a

For the purpose of carrying out the synthesis of the 6,7-di-
aminosubstituted compounds of 1-azabicyclo-(3,2,1)-octane the
hydrochloridé‘vf.6-carboxymethyl~1-azabicyclo-(},Z,1)-octane-7—
carboxylic acid (I) was converted into the corresponding acid
chloride (II) by means of thionyl chloride. The latter was
reacted with alkyl (aryl) amines and the amides (III) were ob-
tained. The reduction of the amides with aluminum-lithium hydride
led to the substituted compounds of the 7-aminomethyl-6-((-amino-
ethyl)-1-azabicyclo-(3,2,1)-octane (IV) (Scheme 1). In the
investigation of the properties of the diamines synthesized (IV)
it was found that diamines which contain a non-substituted
hydrogen atom bound, to nitrogen, may be converted into the tri-
cyclic system 6,7=(3',4'-N'-alkyl piperidino)-1-azabicyclo-

APPROVED FOR RELEASE: 08/22/2000 CIA-RDP86-00513R001445830002-4"
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Synthesis of the Substitutéd'Compounda of the SOV/79-29-6—}B/72

7-Aminomethyl-6-(ﬂ>-aminoethyl)—1fazabicyclo-(3;2,1)5octane : '
(352,1)-octane (V) in the distillation in vacuum (Schéme 2). The
formation of the tricyclic system (V) in this distillation was
confirmed by the opposite synthesis of 6,7-(5!,4!4N5ben2y1

piperidino)f1eazabigyclpf(5,2,1)-octane (V. a) according to

scheme 3. The 7-benzyl aminbmethyl-6f(@-oxyethyl)-1—azabicyclo-
(3,2,1)-octane (Ref 4) was converted into 7-benzyl aminomethyl-
6-(3 —chloroethyl)-1+azabicyclo—(3,2;1)40dtane by means of thionyl
chloride which yielded the compound (V a) in boiling with pyri-
dine, There are 4 Soviet references, ... i

ASSOCIATION: Vsesoyuznyy nauchnoéiséledovatel'skiy khimikd-farmatﬁe%ficheskiy
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pharmaceutical Reseaxph-lngtitgte imeni S, Ordzhonikidze)
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RUBTSOV,_M;V.; MIKHLINAy Ye.Ye.; YAKHONTOV, L.N.

Chemistry of quinuclidine derivatives. Usp.khim, 29
no.1:74-105 Ja 60, - (MIBRA 13:6)

1. Vsesoyuznyy nauchno-issledovatel'sidy Ikhimiko-farmatsevti~
cheskly institut imen1 S; Ordzhonikidze.
(Quimclidihe)
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ABSTRACT:
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80Y/79-30-1-35/78

Mikhlina, Ye. Ye., Rubtsov, M. V.

Synthesis of 3-Substituted Quinuclidine

Zhurnal obshchey khimit, 1960, Vol 30, Nr 1, pp 163-7
I71 (USSR) .

Synthesis of several esters of 3-hydroxyquinucliidine

is described. 3-Hydroxyquinuclidine (I) was obtained
from 3-quinuclidone by reduction with lithium ] )
aluminum hydride in ether. Esterification of (I) was
carried out with acid chlorides in benzene or in

chloroform.
o
eCloR — Oocon
N
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gynthesis of 3-Substituted Quinuclidine 77374 . . )
’ SOV/79-30-1-35/78

3-(p-Aminobenzoyloxy)-quinuclidine was obtained by
reduction of 3-(p-nitrobenzoyloxy)-quinclidine over
Raney nickel. Tne same reaction over Pt catalyst .
gave 3-(p—aminocyclohexanoyloxy)-quinuclidine. ‘
3-(. -Phenylpropoxy )-quinuclidine was prepared

by hydrogenation of 3-hydroxyquinuclidine ester

and cinnamic acid. 3-{ (3 -Cyancethoxy)-quinuclidine
(I1I), was obtained from 3-nydroxyquinuclidine and
acrylonitrile in the presence of catalyst &g?% KOH' -
solution in methanol). 3-% Y —aminopropoxy)--
quinuclidine (X) was formed by reduction of (III)
with 1ithium aluminum hydride. Compound (III) ‘was
converted into 3-( 7 -carbethoxyethoxy)-quinuclidine
(Iv) in three different ways: (1) Nltrile (III) was
heated with anhydrous alcohol and concéntrated HDSOA’

(2) Nitrile (ILL) was hydrolyzed with subsequent . .
esterification. (3) Dey HC1l was bubbled through .. -
a boiling anhydrous alcohol solution of (IIL).. The
yield of (IV) was 60-75%. The best results were ' -
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Synthesis of 3-Substituted Quinuclidine TT37T4 L
» S0/79-30-1-35/78

obtained by the third method.

OCH,EH,CN O(CHy), N
() + CH=CH- CN - —=—

N (1] N

'
[O»uculcn,cooc,n,__ @a{cug,ow (‘jomg,ocon .
N W) //// N w) Noom

~ '
[Ofou:u.),ct ) [Ovotcn,),sn , [("]omu,),scon
N v N N (X

M)?lk): Q) R=CHy; b} R=Cylg 5 €) R =N, CoHy ; &) R={CoHg)yCH,

iIV) with 1ithium aluminum hydride is converted into

V), which on heating with alcohol and acid chlorides
in benzene gave corresponding esters (VI) . Thionyl

card 3/7 chloride with (V) forms 3(7/-chloropropoxy)-quinuclidine
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Synthesls of 3-Substituted Quinuclidine - T7374. ~
_ SOV/?9-30—1~35/78

(VII). The latter with thiourea and afterwards with
alkall is converted into 3-( Y -mercaptopropoxy ) - .
quinueclidine. Acld chlorides react with (VIII) forming
thioesters. (VII) was heated with piperidine;
morpholine, and diethylamine. In the first two cases
corresponding BEy -(N-piperidino)-propoxy } -quinuclidine
éXI) and 3-[ —(N—morpholino)—propoxyj -quinuclidine -
XII) were obtained. ' oo

-O(m,},O
lfgz/' @:] )

( @ OlcHAN, 0
N \N o)

om

(VII) with diethylamine probably fofmé a polymeric
compound of (VIIL). The pharmacological investigation
was made by K. A. Zaytseva under the direction of M.
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D. Mashkovskiy. 3-Acetoxy- quinuclldine hd..s strono
cholinominetic activity and 3-benzoyloxy- quinuclidine

Synthesls of 3-Substituted ‘Quinuclidine

has hypotensive activity.

Table :
Estsrs of 3-(7y-h fdroxym'onoxy) quinuclid ine
Y id bp m":o - Emp wical
Ne n {-Cpresivic ¢ Formola.
(7") "n h)Jro-'J\’unJ«.
m m)
1 ¢l 8 To— TR 0A) | 173—1750 Coll1504N + HCI -
2 Call, 5.6 Ti— 761038 | 174176 Cioll}70,N - HCE -
) CyMly 8.2 84— SHi0y  [175—177 Cipl 02N - HCT - -
4 150 .Cylk, 25 88— oWy | 180182 CygHlgy Ol - HCL
51 Cle=ClH—(Glglg* | 87| 227-—20(L7) — Cyelly;0aN
6 Cl;0CH, * s | t—toiing 1172174 Croll 105N
7 CyligSCIL, * 7771 118—11903 - Ciptlp0aNS
3 Colls 75 245240 Cyylf50N < HC
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Synthesis of 3-Substltuted Qulnuclidine

30v/79-30-1-35/78

Table. cont'd

yad|  be ' ”p

§ LpPressovre
(2 " hydloch’urn}t Formu fa

m m)

Empirical

4-NOLCylh 83.5 At 256268 LUy HygO4Ng - HCH
4-BrlgHy 73.5. : 243245 **** |Cy,1H,40,NBr - HCI - H,0
4-CICqH1, 885 : 198—200 | CyyH,0,NCl - HCI
Cl1,0G11, 89 |- 180(1) 165—167 - I Cy5H 105N - HCL
Call:Gllg | 78| 151—152(0). - - CugHy0sN
CCLCH=Cl, - | S65 - 187189 " Crallig02N + HCI
04,5-(0C1g)yCally * | 44 67— 70**= 1203205 " Cyz1a0pN
3-0G,10,N T2 IA—142(0.05) 2323 eeeeel  Cail40aN, - 2HCH
431N S0.21 149--150(05) | 238—240 +2¢*s]  Cpall;,04N, - 2HCI

. E:“,:r;;.:..ls:‘on.f.l.u 15 qrven Lon
*4r mp of haze. :

LEX X :'yg'xlhchl wokh | owmmde cC Hy 0.
trrs mp s qrvea Fer d.hydf..zklor:Jc_
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Synthesls of 3-Substituted Qulnuclidine

7737
sovy79 30- 1-35/78

There i3 1 table; and 5 references, 2 Soviet, 1
French, 2 U.S. The U.S. references are: L. H. Stern-~
bach, S. Keiser, J. Am. Chem. Soc., T4, 2219 (19;2),
ibid. T4, 2215 (1952)

ASSOCIATION: Ordzhonikidze All-State Scientific-Research Cnemical-
Pharmaceutical Insitute. (Vsesoyuznyy nauchno- -
issledovatel 'skiy khimiko-farmatsevticheskly institut;
imeni S. Ordzhonikidze)

SUBMITTED: - January 2, 1959
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P ovy
5.3610 - o 77375 |
, . SEEEEE -80V/79-30-1-36/78
AUTHORS ; Nikitskaya, Ye. S., Usovskaya, V. S., Rubtsov,
My — R

TITLE: Bieyellic Systems Based on 2,6<Iutidihé. CIITL -
N-Derivatives of 3-Oxa-9-azabicyclo-(3,3,1)-Nonane

PERIODICAL: zhurnal obshchey khimii, 1960, Vol 30, Nr 1, pp
171-182 (USSR) ‘ R G

ABSTRACT: Acyl and alkyl derivatives of 3-oxa-9-azablcyclo-
(3,3,1)-nonane (I) were synthesized.  Acid chlorides of.
acetic, propionic, and benzoic acids were reacted with I
in anhydrous benzene with cooling and 9-acetyl- S
(IIa), 9-propionyl- (IIb), and benzoyl-3-oxa-g-aza-
bicyclo-(3,3,1)- nonanes (IIc) were obtained. Thne ob- -
tained products, on reduction with lithium aluminum
hydride, were converted into corresponding amines.
Morpholine and dimethylamine in anhydrous alcohol,
phenothiazine in anh drous benzene, and the sodium

Card 1/10 salt of'quinozolonee -dn anhydrous alcohol were B

/
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Bicyclic Systems Based on 2,6-Lutidine, III 77375
: . S0V/79-30- 1-36/78

reacted with 9- (A?—chloropropionyf§-3eoxa~9-azabicyclo—,

(3,3,1)-nonane and corresponding -substituted deriva~™
tives of 9-prop10nyl 3-0xa-9-azab yclo (3,3,1)-nonanes
(IId, IIe, IIf, 1Ig) were obtained, The above reaction -
with phenothiazine and quinozolone takes place with
formation of a sideproduct, 9- acryloyl—3-oxa 9-- . - -
azabieyelo-(3,3,1)-nonane. .

@8-CH=CH2

Acetyl chloride reacts with I, in aqueous alkali, L
forming as main product 9- [3 '-oxa-9'-azablicyclo-3?, o
3', 1'-nonano-9'} -acetyl-3-oxa-9-azabicyclo- (3 3, 1)- '
nonane (IIj). .

card 2/10

- - e e e e ey

e e oY

T Sy T P e e T R TS

.
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Bicyclic Systems Based on 2,6-Iutidine. III 77375 o
- SOV/75-30-1-36/78

m )
m oy (n)

oo (= tsonouy () xcp, @t
{b) R=(0C,Hy - : i (M) A= St
QR=Citgny (Hhaxntu N =t (r=onx o
(HR=coonN_ 0 () n= o’ (n) R=CH,TyHy LN

i \__J \ - i~
(macnwlcnzu(m,,, « (I R=Ontu, 0Ny
(&)R:mcu,cu, (= coonx (o (PIR=h,0H,Chg i) (;)l:cu,cn;kuj

0L Owedd ’

i
(o) n=1 Rz CyHg
——— COCH,), COOR  (y n=2 R CgHs

(c)n=) R=CHy

(lll)

A T WA

, RTINS T RNE TRy
RS I TR HE LT R B TR S St E S
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o . -Iutidine. III 77375 TN
Bicyclic Systems Based on 2,6-ILutldin SOV/_79—30—1f3_6/78

(11t}

|

["@-(CH;),.OR e [PNEL(CHp O @(CW)"CL
0

0 0
v)
la)ne=3

ib)n=4

i ™
OLS)
],)n'b R

M

- 62 2
£y ReMs  (hew R=N S
@WM s s

0 {Bn:v w=0t

0 )
o . En=3 R-»{;h’) (Jn=s R =0CH,
card 4/10

E B S gL S T A g T g e T e g P T e ey et e e o e % 2em g e ene
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Bleyelic Systems Based on 2,6-Iutidine. III - 77375 _
' ' SOV779r30-1-35/78

The corresponding amines (IIo,vIIp, IIf,LIi5,’IIt)
were obtained on reductlion of IId, ITe, ITi, 113, ITk,

with 1ithium aluminum hydride. Attempts to reduce
compounds IIf and IIg werc unsuccessful. The desired
amines were prepared as follows: I was reacted wlth
carbethoxyacetyl chloride. The obtalned IIIa was
reduced to IVa; the latter with thionyl chlorlde gave
VIa. Phenothiazine and quinozol-u—one:were_reacted with
VIa; corresponding VIIa and VIIb were obtained., IIIb '
and IIIc were obtained similarly from. :[4-carbethoxy-
proplonyl chloride and -carbomethoxypropionyl .
chloride, forming on refiuction IVb, ' Tnlonyl chloride
was reacted with IVb and a corresponding hydrochloride
(VIb) was obtailned. Phenothiazine reacts with VIb, '
forming VIIc(yleld 34%). Alkoxides react with VIb, form-
ing corresponding ethers. VIId and VIIe were obtained
by the above reaction. Co S,

card 5/10

SRR I o T ot e — m s em e amea o :
D A S N TR o TR A S Wl e S - i R R e T T
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Bilcyclic Systems Based on 2,6-Iutidine. III 77375 _
: SOV/79-30-1-36/78 °

o@un,},‘oa :

v}

REACTION YIELD [@OMLINE POINT| MELTING POINT
TEMPERATURE | (9/) | (PRETSVRE oF
o S iN MM) | HYDROCHLORIOE

On boiling - 87 — 200—202°
Qn ballmq 58 — §70—172
On !muhng 80 — 180—191

60—~70° 50 | 183.5°(0.9) | 179—181 {

45—50 72 18y | 150—152 {

(Oontinuation and explanation or
asterieke, on next card)
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‘Bleyelle Systems Based on 2,6-Intidine. III 77375 - ’
' ' S0V/79-30-1-36/78
(table conttd) SRR

REAC-| REACTION Y ELD JBOILING POINT | MELTIRG FOINT . L

TION | TEHMPERATURE [ PRESSURE 1t} ~ OF -
n R r(ms (%) (F MM HYOROCHLORIOE
HE o

201—202

(] 4 On bul”nq 95 -
i coct & |On boiling 100 - 494196
4 COC:“: 4 |On boiling 87 - 194—195.5
bt lm—/\| 2 60 67 [200—2010.8) 137—139 :
) |

.t
-
N\
Vi

(84

it it} 1&1 n.4) 152—1564 {

* Was 1solated in the form of dihydrochloride.
*¥ Was 1solated in the form of dihydrochloride -
monohydrate. ' .

card 7/10
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Bicyclic Systems Based on 2,6-ILutidine. III 77375 :
. ‘ ' SOV/79-30-1-36/78
The yields and propertiesof compounds are given below:
Compound Yield bp (°C) (Pressure mp (°c)
‘ (%) in mm)
IIa 70 106-109/1 T4-75
I1b 60 113-114/0.6 -
IIc 81 162-163/0.7 78-80
IIG 72 - 183-185/0.2 -
Ile 75 140/0.8" 68-70
IIf(1st fraction) ~30 101-103 -
IIf(2nd fraction) 56 260 -
IIg 27 - _ 138-139
ITh g8 124-126/0.5 T7-79
IIi 3 157-159/0.55 97-99
IIj : EO 148-150/0.4 100-102
ITk 3 - 140-142
111 81 67-67.5/3. -
IIm 6l 55-56,/0.8 -
IIn 93 119-121/0.7 38-40
Card 8/10
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P

. 1c S 6-rutidine. IITI 77375 A .
Bicyclic Systems Based on ?, Lu;i ge ) SQV/]9_30,1_36/]8 |
a -f card 10. . L
('(l:‘greltg;?gid angogropertiés of compounds are glven bglow: =

Compound Yield bp (°c) (Pressure mp (°C)

(%) in mm)

2 140-142/0.6 -
ﬁ; %2 98-100/0.6 -
IIq 79 108/0.35 -
IIr 0 118-120/0.3 -
I1Is gl& - / 113-115
IITa T 157-159/0.7 -
IIIb 55 151-152/0.5 -
Iilic 171 171-172/1 63-65
IVa 65 107-109/0.5 -
IVb 70 135-137/1 -
Via 5 217-219 (dec) P :
VIb 80 - , 173-175
Vila b - 234-236 (ale)
VIIb 52 215/0.8 - )
VIic 34 - .}gg-igs Lo
84 9710 - - »
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Bicyclic Systems Based on 2,6-Iutidine. III 77375

mmﬁ9301a@ﬂ8
(Continued from card 9/10.) P
VIIe 64 : - JA76-177

There is 1 table; and 1 Soviet refe'rerice'.

ASSOCIATION: Ordzhonikidze All-State Scilentific Research Chemical-
Pharmaceutical Institute (Vsesoyuznyy nauchno-
issledovatel 'skiy khimiko-farmatsevticheskiy 1nstitut
imeni S. Ordzhonikidze) _

SUBMITTED: - January 21, 1959

Card 10/10
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. 5:3610 - o S 17882
. R s : 00‘1/79 30-2-33/18 .
AUTIHORS: ~ Yakhontov, L. N., Mastafanova, L. I.,W
_ TITLE: ' o Synthesis of 5-8ubg stituted Qulnolidine-c_-Carboxylic

Aeid Rased on 2,4- Luhldine

CPERIODTICAL: = Zhurnal obshe hcy khimll, 1960, Vol 30,Nr‘* 2,
S : pp rﬂq_(nr, (Uc'ﬂ )

ABSTRACT : )—aubutihut,e_d qulnurlldine 2 car’bolei(' acid was
S prepar (3(1 c e Oy [ £ : (.ﬂﬂcﬂ, CO0CH :
B ; _ 3 e
(R 0 R e
L E-N,-—tzn ! S COnH mm:u, 7 COOCH;
e m R '(m)
S l o £00H
’:‘”“““”"(\J
S Ntk
: H
- x}
{* }/b {

LTI T T T A ey e e et
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Sinthesls of S-Substltuted Qulnolldine-— 77882
B _:‘_c~nbo<J11 wu Based on 2, #-Lutidine , sov/79 30-2- 5;/78
LﬂOCN, i
—'?.‘ : ‘cnm:u; N cnon rﬂ cnacn, kmmocn,
- Qwcaoow, ,(‘_") (V!ll
W
u,ccoo
ﬁ J COBTH,CH N’C“ K @Lcoucn
LH 1
vy

!" aprer nr»tion oi several oompounda and some of their
conart g@ ave ,'ivnn :
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5L B TRy NS 5. SO G A TGRSR I AR SRR

17882 SOV/79-30-2-33/78

e e e v i ————— e
: . .

Ne  Starting material Obtained | Yield ! mp
- E - product in% |
) iTechnical 2,%- lutidine + 1T 24.85 | 57.5-58.5
L + 0 + KMnOu o o :
o2 iRk -lutidine 1 t’ovmhmn + I | 965 5T7.5-58.5
- .i— HNO : 7 7
’ ‘2 ! pyvidinmlh,ar'hoxylic acid IxX "89.7 . 224226
A f+ Hel + hydrowcnal ion over P , :
"‘; dlmechyl euter of 8 Y _pyridl- I1T 84 151.5-152
3nodlc:z-bozy11c acid + HCL + .
«+ methanol + Hydr-oL,enlLion :
‘over PE = § : o :
£ éaoxt{. sponding 2,5 ptoduc‘ R ' o 100 199.5-200
Coiwas obtalned in Lhe same . : : S
) .‘::"‘-'8" V

((,ont'ci on Card 1%/6) U gard 3/67
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(r b o contd) | 77882  5OV/719-30-2-33/18

: : S R o o
% i arart*n'r m’zterlal ,; Obtaineo Yield

i
pr.' duct in % ‘

e it &, o e b o o e e e .-

%bp 137-138
S 0.5 minopr

nD‘aQ: 1.8717 v

JURERVESE S . ‘ N ) e .'. ,» - .- » 2 6 .2
TTT + mnt,hj bpvomo;acr‘:tatef IV Bl 5
+ »«_;oj :

, e g2 bp 113114
7 anhydrous methanol + Koo VI e 0.5 mmopT
oIy : o e 200 ngug
D o1 - S - V R : 89.7 B 2607(d80)
8 VT b HD E NS
: R R ST UL T SO 1 I < ! bp 162~165
4 aiethylaminoethanol + sodium X o 2 | 2.5 mm pr

athorxide + ¥ ¢ . B D 020 1 4830

| »,..:.,,P,x 1;/;5‘ : B , ((}onb e on Card 5’/6-5 :

-[‘-T:‘“'T’»?:'-"_Z'"'_""T"Tﬁ-""—’”’f— e T "T_' L T o T T s S AT T S T T e e AR
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71882 © SOV/79-30-2-33/78

Npl Starting material Obtained | Yield . | . mp
' L o product in % ‘ '

10| VI + anhydrous methanol +{  VII | 100 | bp 135/0.% mm
1 hydroy;enqt.ion der' PL i ‘ r'1]’)20 1.5042

1L VIT + aceble anhydrlde VIIIL 50.6 bp 120/3 mm

“There are 9 references, 1 3Soviet, % German, 3 U,S,, B
‘1 U.K., 1 Pfrenchh. The % 4,3, and U,K, references are:
SULS L pai. 29505770 (1948); L. H. Sternbach, S. Kaiser,
JT. Am. Chem. Soc., T4, 221% (1952); G. R. Clemco,
PP, Metealte, J. Chem. Soc., 1989 (1937); T. O.
S . golne. .T. Am. Pharm. Ass., 33, 223 (1944).
T ASSOCIATION: " :Ordzhonikidze All State-Scilentific-Recearch Chemical-
L. s e Ui 'Pharmaceutical Institute (Vusesoyuznyy nauchno- - S
- iissledovatel'skly khimiko-farmatsevticheskly ‘institut ..
SR AN imeni S. Ordzhonikidze) S :
o SUBMITTED:  February 2, 1999 : L Card 8/8

RIS Tt S T TP AR ITL AN IO I ) . =T Fms T 5 NN i R
It ANEPR T GG OP AR R A v A Bid: I SRS TRR PN, R Vo LE T St F AT E 23 YA 2 S 4 SAF D AT n P TET LI S IEL S TPt T R AR A o 157 2 S RORT ks Bk g i A

=i
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 80V/79-30-2- 34/78

- AUTHORS ; .Yaniné, A.D. , Rubtsov, M':Vf

TITLE: Hofi‘mann Degradation of 1-Azabicyclo (3,2 1) -Octanes.
IT. Cleavage of 7 Methyl 1~Azabicyclo (3,2 1) -Octane

PERIODICAL: Zhurnal obshchey khimii 1960 Vol 30 Nr' 2
' PP 526~ ~533 (USSR) SIS

ABSTRACT: Ouaternar-y base of 1- azabicyclo (3,3,1) -nonane (VII),
v on . thermal decomposition, forms . 1-methyl-3- -allyl-
plperidine (VIII). The latter was used for the -
-preparation of the methiodide of' 7-methy1 l-azabicy-
clo-(3,2 1)-octane (x) : 3 '

T

: : SN —CH,CH,CO0C, 1, -
T S '
: o o : Br
: : . SUREE IETLEL S ‘ San
- Card 1/9 e (Figur‘e continued on Card 2/9)

E l/\-booc"" urcururooc,u. (\E—COOCzH' Con,

'».-\\N/ a
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(Cont'd from curd 1/9) -7'(7835 ’ SQV/79'30"2_.34/78
N—C00CaHy 1y c,u.m( /\/ NHLNI, - 1,0 -
el I RS S N um L I Ko
SWLCHCIC00C ;N
: S UL R (w’ SRR
AN AN Gits NSNS g0 ('u cu_cn2 3
— L l ) "—’ l ! R — ‘ - l N
ANZ b T IANZL : / |
: N 7
: i (;|/|1 v ('u,\ou e (,n,
(v) A2 s (Vll) L W”U
(z“gCI[ C“-‘ K('(, / ) \glﬂ r
— l """" : ‘—l
\ ST o \N— cm
: : /\ .
0”1 : s (R : cna oH

as) B B : B (\) g (\l)

g fCérd 2/9
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,7- : : o . -. o ,. o - . .-883 o v

. Hoffmann Depgradatlion of l-Azablcyclo 17
_(%,2,1)-Octanes. II. Cleavage of . S0V/79-30-2-34/78
'(—Me_thyl—l—Azab‘Lcyc_lo-(5,2,l.)7octane i

L SyntheSls of X 15 based on the addition of HI to
. VIII (according to Markownikow) with formation of
1-methyl-3-( B ~lodopropyl)-piperidine (IX), and

“eycllzation to compound X. X was syntheslzed I‘or’:che
final structure proof according to the scheme below:
N . ‘" . . AN . . i
S ! \‘_..('.llz('.()“ll (.-ll’:zcy),le/ "—C”q(.()f.”;, Ni"_'.ls'.
(vith TR B i : VinrooNas |
Nuer N
-,'.”1:‘ SRR o
(.\|‘|):  Lo X _VZIXIII). -
NG Gl el = e,
° . PR S ‘ [ g
: A Wr . .

! l
b 0N . : : A W o1 |
ERRC N U : o -'

: L s
R T i, e
DAL BT o - : .

NNy i (NVI)

' {Figure cont'd on Card 4 /9)
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Eoffmann Degradation of-1- Azabicyr'lo—b : : 77883
-(3,2,1)-0Octanes. II. Cleavage of _ SOV/79 30-2- 3“/78
7-Methyl-1-Azabicyclo- (5 2, 1) Octan.o . o
. B | - A“‘ ' *_ ‘.i —-".l I-J-.’ : '/T‘ R !___ e
. oy 'sf-%w ity
ul l)ll '(lhl:
Lo - (Xa) = (\)

Theorethally, four' possible compounds can be forme‘dr
by Hof‘t’mann degr‘ada’cion of XI :

N\_G u‘cn (uz S =Cll-Clly

[ w’; Ay

NS Ny N
Sy rn,\ou HIN
o S e
card %/9 (Figur'e cont'd on Card 5/9)

o i o e s i e s S £ it b E e s Eln S
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Hoflfmann Degiradation of | /\,ﬂm( yelo-. o 77893
. 2

-(3,2,1)-0ctanes . II. Cleavage
f Metlul l-Azabicyelo- (),:., I[)LO(C,')tpdnr) SOV/79-30_2—34/78

. . H | 8
NI (:n.»«:n._._»,' ’ R l N2
: . o i 1. i
AN H | ML ,‘
. ? LNy
. ("n, el ey
)y o i

It was «!etermlmcd t he lt |
' £ onl‘ ‘1 -met
‘““C (’\) 1s Formed by tleg Y aplochyl-3-allyl- piper‘i-

:rcu at,ion of XI.

Card 5/9
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17883 sOV/79-3042-34/(8'

The Obtalnwi (‘omoonnf}s and Their' Proper"ri"‘s

St'mttmr' afer{d" : .Ob_Lained | IYLeld‘ bn/mm pr - n 20
¥ S product i1n ‘5 . : :D
otn:!ieste:' ofl nitotl:n:ir' ILI ‘ | 1" 12r Q.
2id 4+ ethyl '/' —br'omo—'_" 7 J/ 31 ‘“‘81

svonionzte + °1coh01

LI ¢ Ko+ anhydrouu.gf:il v u3'§é§5-1oo°/1a 0

‘toluene + athdrouu‘.,'
#leohol B
IV + KOH + hydrazine v .| 80 ' mp 84.86°
hydrate + rly<@101 TR C N R R

V o+ 10 + AgOH»_ x' U VITT D77 1168-170°

v e o om el
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. (Table cont'd) | : 7885 SOV/19-30-2-34/18
o Tho Ohrained Compounds dnd Thelr P"operui § 7
. i 20
hr ' Staltinp Mnierldju " Obtalned Yle}u bp/mm pr .i 0
' oo product Lo % R
TEIX # M0+ ot.hor" + ‘*0%’ X 697 |mp 320 (’le")i -
e rolui,;on 0! K. FO U .
| | ' F 0 L4540
' 3 hyl-1- 0 (2 115-116 /15 1,45
1 3 0 + w;{z 1,980, - ethyl-1 (2 |
! VLT + H; AR ‘Jﬁ;} -methyl 00 o ,
4 KMHOZ‘ » ' Cplper L{l&/l_
R L =henne- R
5 Cgate R
. : SR i .
, o ] _ 0100 i
8 athyl- l—muthtlpippt—' . XIT QQ _ mp 188 113 |
o .\.(A}]—: "LkLi JL(.' ’* E[(./l - . !
{1:1) : AP 7 SR 7
: R Bl : ST ) .0 : - 181 1{-6 o
XIT + anhydrous - .  XIII '%3.5 | 95-97 /12; ap L. 3 :
CH:COONs + aceble ‘ S . i ,
Enﬁhydride:v: o . card /9 |
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wwie cont'd) i e - 77883 SOV/79-30-2-34 /718

Tne Obt,ained Compounds and Their Pronertles

. ; t -w~f»ff

: : S . 20 i
i Stﬁrting Materialz i Obtained Yield bp/mm pr. %y

; R -orodupt cin B RO U |

. - L A S i 12 118% 4  in18 i

10 zodium borohydrlde +..0. XIV 89 o112-11T /7 nni8 Ly 8

H . N k S 3 . el Lot coo T i ‘ D 1. 773

Co+ CHLOW v XTRT . LI I p

Four ‘d’ -Jemnfv ‘wers made at a Hoffmanun degradation of
OLUOUnu XLs (l) Ho0 AgOH undeﬂ normal pressure;

(,;’:;)' r‘lJblll 1t 1on umier" vacuum; (3) heating in the
. : presence of alkali; (%) heating 1in the presence of‘
wober, under pressure. In all cases, only VIIT:
~ohtained (c,or'r'e‘ponriing in 80,66,84.5, and 044 yield%)
:‘,Lh,op 168:170°, 1799 1.4540. There ave 4
efe 1 Soviet, 3 U,S. The 3 U. S. references
RN S are Aternbach, S. Kalser, J. Am. Cprem. Soc.,
CCned g T ,‘lH (’UHQ); N. J. Leonard, E. Barthel, Jr.,

e e B e e 4 e e o PP T B e T e i S b S AT 50" Y5 U o T
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~ Hoffmapn Degradation of 1-Azablicyclo- 77883 '
-(2,2,1)-0Octanes. TII. Cleavage of ' S0V/79-30-2-34 /78
7—Methy1fl-Azabicyclo—(j,2_,1 -Octane S , ' C
ibid, 71, 3098 519493,- A. Bugger, C. R. Walter,
ibid, 72, 1988 (1950). - - R P NI AT B
ASSOCIATION:  Ordzhonikidze All State Scientific-Reseameh Chemical-
Pharmaceutical Institute (Vsesoyuznyy nauchno-issledo-
. vatel'skly khimikoffarmacsevt1chesk1y Institut = =
imeni S. Ordzhonikidze) = = N
SUBMITTED : February 21, 1959

Card 9/9 »
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RUBTSOV, M.V,

Synthesis of racemic N-acetylhomomeroquinens., Zhur.ob.khiu,
30 no0.5:1498-1507 Wy '60. (MIRA 13:5)

1. Vsesoyuznyy nauchno-issladovatel’'skiy khimiko-far nataevticheskiy
institut imenl S,Ordzhonikidze.

(Horomeroquinena)
e e e e e i E— . S— . T
L L O 20, ATt G EIA L T ST ER T o s 7L R POV S I S e A St ST I B ORI RADINENNA DI
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YAKHONTOV, L.HN.; HUBTSOV MV. »

Synthesis of 3(°<- -diethyla.minoethyl)’-Iv-methylpyridine. Zhur.cb.
khim. 130 no.5: 150'7-1515 My '60. (HIRA 13: 5)

1. Vsesoyuznyy nauchno-iealedovatel'skiy khimiko-furm*smticheekiy
institut imeni S.Ordzhonikidze.

(Pyridine)

— e e e e o e

FE R T A T R e T e i

R T RS SR s T, e

)
o

&
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MIKHLINA, Ye.Te.; VOQOB‘YIWA. V.Fa.iw, » | o
Synthesis of 3- and ﬁthdioirﬁipéridina derivatij;8:6)Zhn:.ob.
ghim, 30 n0.6:1885-1893 Je  '60. (MIRA 13:6) -

1, Vsesoyuznyy nauchno~issledovatel'skiy khimiko-farmatsevti-

honikidze.
heskiy institut imeni S. Ordz
chesE (Piperidine)

>

o BRI
S8
e D,

G e e e
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YANINA, A.D.; RUBTSOV, M.V.

‘ & Lazablcs +3.1]octanes. _
o v 1-azagigiczgfgzmithyl—l—azabicyclofj.2.1]octane.
g8:254-2550Ag  '60. ,

cleavage of a quater
Zhur .ob.khim. 30 noe

nary

1.
institut imeni S.0rdzhonikidze.

3 1
VYsesoyuznyy nauchno-issledovatol

i_Pﬁft 3+ Hofmann '
(MIRA 13:8)

skly khimiko-farmatsevtichesily -

(Azabiéyclooctane)
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. MIKHLINA, Ye.Ye. 5 RUBTSOV, M.V.

low steps toward the syntheaie of 3- quinuclidineacetic acid. Zhu.n
ob. khim. 30 no.9 2970-2977 s '60 N o (HIRL 13 9)

1, Vsesoyuznyy - nauchno-issledovatel'skiy khimkio-farmatsevticheskiy |
institut imeni S, Ordzhonikidze. . :
(%inuclidineacetxc acid) -
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: ‘ B . | 50V, M.V
| o, YeYe.; VOROB'YEVA, Ve T3] RUBTS0 o
v A, . - _ . o .
Synthosts of PILymethyioncTl S e T
:2609-2613 g '6l. -
ob.khim, 31 n0.8:2609-% 1tgkly Kiintko-famateevtichoekiy

1. Vpesoyuznyy nauchno-issig:gvate |
nstitut imeni S. Ordzhonik . mds)
e ~ " (Quinocludinium coup

(Polymethylene coglp°“nds‘ | 5 L

Y.
S A
e
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-YAKHONTOV, L.N.; KRASNOKUTSKAYA D, M., RUBTSOV MV,

Synthesis and some conversions-of l-phenyl-l-oxy-z-methoxy—
‘methylcyclohexane. Zhur.ob,khim, 31 1no,10:3190-3197 0O 161,
- (MIRA 14:10)
1. Vaesoyuznyy nauchno-issledovatel'skiy khimiko-farmatsevtichesdy
institut imeni S.0rdzhonikidze.
: (Benzene)
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NIKITSKAYA, Ye.S.; USOVSKAYA, V.S.; RUBISOV, M.V.

line. ::'.Biqua.ternarj :
Bicyclic systems based on 2, 6-lutidine. Part 5 ‘
sal{a of &, W -bis[9-methyl-3, 9-diazabicyclo (3, 3, 1)-nonano-3]-
alkenes. Zhur.ob.him. 31 n0.10:3202-3205 O '6l. (MIRA 14:10)

l; Vsesoyuznyy neuchno-issledovatel!skiy khimi ko~farmatsevticheskiy
institut imeni S.Ordzhonikidze. _ : » .
(Lutidine) ~ (Paraffins
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MIKHLINA, Ye.Ye.; R RUBTSOV, M.V.; VOROB'*YEVA, V.Ya, ,
Synthesis of quinucliding-2, 3-dicarboxylie acid. Zh_nr.ob k.hlm
31 no,l0: 3251-3255 0 161, _ L (MIRA 1:10)
1. Vsesoyuznyy nauchno-issledovatel'skiy khimiko-farmatsevtlcheskly
institut imeni S.0rdzhonikidze. ' - ,
(Quinuclidineca.rboxylic acld)
T-':—wm T B Pl SRR T S+ AN B
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YANINA, A.D.; RUBTSOV, M.V.

Hofmann degradation of l-azabicyclo(3,2,1)ectanes. .
‘Part 5: Hofmann degradation of 6-methyl-l-azabicyclo(3,2,1)
octane, Zhur,ob,khim. 32 no,10:3151-3158 O '62. (MIRA 15:11)

1., Vsesoyuznyy nauchno—issledovatel'skiy khimiko-
farmatsevticheskiy institut imeni S. Ordzhonikidze.
g ,(Azabigycloocta.ne) (Degradation)
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AUTHORS: {ikitskaya, Ye. S., Rubtsov, H. V. 79-11—46/56: 

TITLE: Synthesis of Bicyclic Systems Starting From 2,6-Lutidine.
Synthesis of 9-Methyl-2-0xy-9-Azabicyclo (3,3,1)-Nonanes
(Azobicyclic ) _ LA

Sintez bitsiklicheskikh sistem, iskhodya iz 2,6—lutidina)
Sintez 9-Metil- 2- oksi - 9 - azabitsiklo (3,3,1) - nonana).’

PERIODICAL: Zhurnal Obshchey Khimii, 1957, Vol. 27, Nr 11,
pp. 3133-31:6 (USSR) :

ABSTRACT: The investigation of the ezobicyclic compounds of the octane
series (quinuclidine, tropane) showed that they are of great
interest as raw productsfor the syrnthesis of -remedies. Thus
compounds with curative, ganglion-blocking, spastmatic, '
mydriatic and other properties were_discdvered among the
tropine derivatives. It was of interest to investigate the
bicyclic systems close to the tropane series. Thus the authors
‘synthesized 9-methyl-2-oxy-9-azobicyclo- (3,3,1)-nonane
hy starting from the ethyl ester of G-methylpicolinic acid
(obtained from 2,6-lutidine). (See the process of reaction).
The initial, intermediate and final products‘%re as follows:

Card 1/2 the ethyl ester of 6-methylpicolinic acid, the product of - ~

e LI T e e T g g A i e

e e R R A S e
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Synthesis of Bicyclic Systems Starting From. 2,6-Lutidine. 79-11446/56_
Synthegis of 9-liethyl-2-Oxy-9-Azabicyclo (3,3,1)-Nonanes (Azobicyelic) o

its condensation with chloral, 2-carboxy-6- (p-carboxyvinyl)-
pyridine, 2-carbethoxy-6- (p-carbethoxyethyl)-piperidine, -
9~-methyl-2-keto-9-azobicyclo (3,3,1)-nonane which on reduction
with aluminumhydrate of lithium is converted to 9-methyl- '
2-0xy-9-azobicyclo (3,3,1)-nonane.

There are 3 references, 1 of which is Slavic.

SSGCIATION:All-Union Scientific Research Institute for Pharmaceutical Chemistry

imeni

SUBMITTED:

AVAILABLE:

Card 2/2

5. Ord zuonikidze (Vsesoyuzhyy pauvchno - issledovatel!skiy

khimiko - farmatsevticheskiy institut im, S;FOrdzhonikidze).

November 27, 1956
Library of Congress

1. Cyclic compounds - Synthesis
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